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a TESTS OF PENICILLIN G TABLETS 

th . Laboratory tests of buffered potassium penicillin G tablets just completed 

ie for The Medical Letter show that the samples purchased from every one of the 





42 companies included in the survey met U.S. Pharmacopeia XVI requirements 
for antimicrobial potency and rate of disintegration. The tablets in a few of the 
samples showed slightly excessive weight variation in terms of USP require- 
ments, but the variation has no clinical significance. None of the samples had 
excessive moisture content. 





Penicillin tablets are covered by government certification requirements, 
which means that the manufacturer must submit a sample of every batch to the 
Food and Drug Administration for approval prior to the marketing of the batch. 
The Medical Letter tests indicate that the certification procedures are effec- 
tive, and that inexpensive penicillin tablets may be safely stocked by pharma- 
cists and prescribed by physicians. (The cost to the pharmacist of the 200, 000- 
unit tablets tested ranged from 95¢ to $9.90 per hundred.) In view of the high 
cost of the "name" brands of penicillin tablets, the potential saving is consid- 
erable, especially for rheumatic fever patients and others who must take peni- 
cillin tablets prophylactically. 





USP REQUIREMENTS - Penicillin G tablets are required to contain not less 
than 85 per cent of the labeled amount of the antibiotic. Bioassay of the samples 
by the cylinder-plate method showed that all had at least the required amount. The 
Pharmacopeia sets no upper limit on the potency of the tablets, and a few of the 
samples contained much more penicillin than is required; the maximum amount 
found in a ''200, 000-unit"' sample was 390,000 units, and in a "250, 000-unit" sam- 
ple, 412,000 units. The negligible toxicity of penicillin is one of the reasons given 
for the lack of an upper limit; another reason is the belief that variations in po- 
tency such as are found in different tablets will not affect the occurrence of hyper- 
sensitivity reactions. The least amount of penicillin found in the "200, 000-unit" 
tablets was 184,000 units, and the median was 224,000 units. The minimum 
amount in the "250, 000-unit" tablets was 226,000 units, with a median of 268, 000. 











DISINTEGRATION - The Pharmacopeia requires that all of 6 tablets, or no 

fewer than 16 out of 18 tablets, disintegrate completely within one hour in simu- 

lated gastric fluid test solution at about 37°C. (body temperature). All samples 
met this requirement. 
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LOSS ON DRYING - The Pharmacopeia limits weight loss on drying under  preme 
specified conditions to 1 per cent. All of the samples were found to be within Raway 
proper limits for moisture content when tested by a variation of the USP method. *Raway 
(The variation was considered acceptable by FDA chemists. ) Wt. v 

Robins 

WEIGHT VARIATION - The standard requires that not more than two tablets sSquibb 
differ by more than 5 per cent frorn the average weight of 20 tablets in a sample, “Wt. v 
and that no tablet differ by more than 10 per cent from the average weight. All Succes 
but three samples met this requirement. In one substandard sample, three tab- Suprer 
lets deviated from the average weight by more than 5 per cent but less than 10 Upjohr 


per cent. Each of two other samples contained one tablet deviating by more than 
10 per cent from the average weight (see table). As already pointed out, Medi- 
cal Letter antibiotics consultants consider these deviations to be without any clin- 
ical significance. Technically, however, the samples are substandard, and are 


so reported. Vor 
take! 

As in previous tests of prescription drugs for conformance to USP require- G ge 
ments, all samples were purchased from the companies by pharmacists in no mucl 


way identified with The Medical Letter. The bioassays and the physical tests 
were performed by two different commercial laboratories, both having long ex- 
perience with such tests. The samples, as sent to the laboratories, were identi- 
fied only by code number. Most of the samples were 200, 000-unit, but some 


























were 250,000-unit. Tablets of both sizes were purchased from a few companies 
selected at random. vitaz 
nol} 
surg 
The following table shows for each sample the percentage of the labeled on tl 
amount of penicillin present, the weight variation for the substandard acet 
samples (indicated by *), and the cost to the pharmacist for 100 tablets mal 
(200, 000-unit unless otherwise stated; a few companies do not offer the 
200, 000-unit size). The names of the companies which manufacture pen- 
icillin tablets (as well as package and distribute them) are underlined. any 
cont 
Abbott 112% $8.50 DuMont 250,000 104% $2.20 It m 
Allen Pharmacal 250,000 107 4.20 Evron 113 2.75 reas 
*American Drug Products 112 2-90 Faraday 107 1.58 
Wt. var. 3 tabs.: Gotham Pharmaceutical 114 2.20 
—6. 8%, +5. 2%, +6. 7% Hance Bros. & White 110 2.62 then 
American Pharmaceutical 105 2.60 Harvey Labs. 110 2.00 tive 
Approved Pharmaceutical 100 1.80 Jan Labs. 200,000 115 1.65 cohc 
Bell Pharm. (Bio Ramo ai ‘ 250,000 90 2.15 the | 
name on label) 250,000 165 2.50 Lannett 128 2.50 trol’ 
Bryant Pharmaceutical 108 1.80 Lilly 1ll 8. 50 judg 
Carroll Chemical 114 1.70 Lustgarten Labs. 116 1.75 oper 
Consolidated Midland 103 2-90 Merck 110 9.90 chaz 
Cowley Pharmaceuticals 144 1.75 H.L.Moore Chemical 92 1.50 red 
Robert Daniels & Co. 118 2.25 Nysco Labs. 118 1.75 ; 
Darby (Bio Intrasol Parke, Davis 250,000 118 10.98 
name on label) 103 0.95 Penhurst 104 2.25 pro 
DuMont 200,000 105 1.95 Pfizer 114 5.00 . and 


meee ese jr 
See ee 
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Premo 104% $2.40 Vita-Fore 117% $1.65 


Raway 200,000 109 2.50 Vitamin Research 114-1. 75 
‘#Raway 250,000 94 2.80 Vitarine 200,000 118 2.20 
Wt. var. 1 tab.: -11.1% ” 250,000 136 2.50 
' Robinson Lab. 116 2.30 West-ward 110 2. 30 
| Squibb lll 9-00 Winsale (Wales 
“Wt. var. 1 tab. :+15.5% name on label) 1121.65 
Success 110 3.60 Wolins 200,000 111 1.10 
Supreme Pharmaceutical 165 2.00 ad 250,000 98 1.25 
Upjohn 250,000 112 12.00 Wyeth 250,000 107 11.40 


NOTE ON PENICILLIN G 





The only significant disadvantage of penicillin G as compared with penicillin 
V or phenethicillin (Syncillin and other brands) is its poorer absorption. If it is 
taken on an empty stomach to minimize degradation by gastric acids, penicillin 
G generally provides adequate blood levels, and it has the advantage of being 
much less expensive than the other oral penicillins. 


ILOPAN, COZYME AND MOTILYN 





The alcohol of pantothenic acid (d-pantothenyl alcohol), one of the B-complex 
vitamins, is offered in parenteral form as Ilopan (Warren-Teed), Cozyme (Trave- 
nol} and Motilyn (Abbott) for the relief of atony or distention of the bowel after 
surgery or delivery. The rationale for the use of d-pantothenyl alcohol is based 
on the fact that dietary pantothenic acid indirectly enters into the synthesis of 
acetylcholine; and it is assumed that a lack of acetylcholine interferes with nor- 
mal motility of the gastrointestinal tract. 


There is no evidence that a deficiency of pantothenic acid occurs in man at 
any time; nor is it established that a lack of acetylcholine is responsible for or 
contributes to atony or distention of the intestine in man, in health or disease. 

It may be that d-pantothenyl alcohol will prove to be a useful drug; if it does, the 
reasons will probably be other than those now given by the manufacturers. 


PUBLISHED STUDIES - Reports have been published on the effects of panto- 
thenic acid, pantothenyl alcohol or calcium pantothenate in about 2000 postopera- 
tive patients. Most of the investigators were of the opinion that pantothenyl al- 
cohol hastened the appearance of "bowel sounds" and the expulsion of flatus in 
the postoperative patient, but few of the studies were controlled. In one con- 
trolled trial (H. S. Goldsmith and S. Tignor, Surgery, 47:663, 1960) it was 
judged that Ilopan ''...did accelerate slightly the return of bowel activity post- 
operatively but this did not facilitate postoperative convalescence or earlier dis- 
charge from the hospital.'' The evidence does not support the claim that the drug 
reduces the incidence of postoperative urinary retention. 








Medical Letter surgical consultants believe that pantothenyl alcohol may 
prove to have some value in the treatment of postoperative intestinal distention 
and atony, but further controlled trials are required for confirmation. Patients 
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suffering from severe atony and distention of the intestines should still be treated 
primarily by intubation and aspiration of gas and fluids. Parenteral administra- 

tion of appropriate electrolytes with special attention to adequate potassium sup- 
plementation is essential to promote normal bowel motility. As supplements to 

intestinal intubation, neostigmine (Prostigmin - Roche), carbachol (Carcholin - 

Merck), and bethanecol (Urecholine - Merck) have often been effective; and they pe 
have also been used successfully in patients with less severe and nonobstructive a 
intestinal distention in place of intestinal intubation and aspiration. Pantothenyl Vole 3+ 
alcohol may be worth trying as an alternative to one of these drugs. It should not, 
however, be used concurrently, nor within 12 hours of the administration of any 

of these drugs. 

CAUTIONS AND SIDE EFFECTS - The Warren-Teed Company states that two y 
or three cases of respiratory embarrassment have occurred when pantothenyl al- - 
cohol was given within a few minutes after stoppage of succinylcholine chloride. al 
The interval should be at least one hour. No other toxic or side effects have so - 
far been reported. (The parasympathomimetic drugs — neostigmine, carbachol »i 
and bethanecol — often cause abdominal cramps, tachycardia, flushing, saliva- cy 
tion, hypotension and, in susceptible persons, asthmatic attacks. ) i 

In addition to the parenteral product, Ilopan-Choline tablets (Warren-Teed) ch 
are also available. They are offered for the prevention and relief of retention 
and distention caused by intestinal atony. There is no reliable evidence that pan- y 
tothenyl alcohol or choline salts when administered by mouth have any effect on - 
normal or abnormal intestinal behavior. = 

of 
SYNTOCINON : 

The oxytocic hormone of the posterior pituitary, first synthesized in 1953, ” 
and marketed by Sandoz under the name Syntocinon, is often used in place of the 
naturally-occurring Oxytocin USP (Pitocin - Parke, Davis) in promoting uterine 
contractions during and after labor. It is standardized at 101.U. per cc. to give “1 
it the same potency as Pitocin. . 

Natural oxytocin contains a small and variable amount of vasopressin (Pitres- ™ 
sin), as well as other substances which in relatively rare cases cause allergic pi 
reactions. The experience of the past few years has shown that Syntocinon has vi 
effects on the uterus indistinguishable from those of Pitocin, but with no signifi- ° 
cant risk of causing elevation of blood pressure or allergic reactions. Because : 
of the advantage, however slight, afforded by its purity, Medical Letter consult- 3 
ants believe that Syntocinon may well be substituted routinely for Pitocin in clin- 
ical practice. The two preparations cost about the same. 

8 

COTAZYM - CORRECTION | : 

In an appraisal of Cotazym (Organon) in The Medical Letter (3:15, Feb. 17, f 

1961), the size of the capsules of this pancreatic enzyme preparation was errone- — 
ously given as 100 mg. The correct size is 300 mg. ~— 
John 
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